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5. Detailed Plan of Procedure (Use reverse side if additional space is needed) 
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.We have chosen to begin our investigation of this possible action 
utilizing BAS (benzyl analog of serotonin), a chemical compound 
synthetized by Woolley (5) for the specific purpose of blocking serotonin 

V action. ' |V '7y y.: -i:.-: • •'. Vr-f 





T ■< V- • , 


, ; y 


. '■ ; v , rot* Vrc 5'- *• Y r *T. •; ' .f>T'±2- : 

V Preliminary Observations:; Nicotine has been administered intra-* 

;•■ venously to a series of normal human subjects, including smokers and non- .••r&Si 
smokers. Measurement of respiratory rate, minute volume, pulmonary airflow 
.resistance, and compliance, blood pressure, electrocardiograms and in 
selected cases electroencephalograms have been recorded. The subjects have 
also been observed clinically for evidence of pallor, sweating, or syncope. 
Their subjective reactions have also been recorded. BAS has been administered 
'intramuscularly to these subjects after these observations and before and after 
the intravenous administration of nicotine. It has been consistently noted ' 
in the cases studied thus far that this serotonin blocking agent also appears 


to block some of the important pharmacologic and physiologic effects of nicotine 
on the nervous and cardiovascular systems. Similar observations have been begun 
on 1 previously studied patients with pulmonary emphysema and bronchial asthma 
who are known to have consistently predictable reactions from cigarette smoking, 
by adininistering BAS after cigarette smoking and noting the changes in the para- 
meters described above when this antiserotonin agent is administered. 
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Further Studies: In relation to the above studies, an' attempt is 
being made to determine whether the administration of nicotine intravenously ■■ tff^***- 
results in an increase in the urinary excretion of 5-hydroxy indole: acetic acid :• 
(5HIAA). Such an increase might be expected if nicotine causes the release of 
significant amounts of serotonin in the body. Along the same line of thought, ;. 
the 2b hour excretion of 5HIAA is also being studied in groups of non' smokers and 
smokers, including normal individuals and patients with broncho-pulmonary disease 
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(See cost of expendable supplies - cost of 5UAA and other chemical, analyses)'* 






It is believed that these observations may yield information which 
will be of considerable interest from the point of view of a clearer understanding *i* 
of the basic mode of action of nicotine in the body as a pharmacologic agent. 

It may also provide some avenues of approach for practical applications involving 
the use of nicotine blocking agents which might be found to counteract some of the 
undesirable pharmacologic effects of nicotine, while at the same time preserving 
the pleasure giving effect of tobacco smoking. In patients with certain types 
of cardiac or pulmonary disease who find it impossible to give up the Mimic-tng ' 

habit in spite of its effects upon them, some of the drugs which these studies may 
find effective might be important therapeutically. 


The majority of equipment used in these studies has been purchased 
for studies of the mechanics of respiration by other research grants. The 
laboratory program which is involved In the study of respiratory mechanics in 
general has been supported by the Howard Hughes Medical Institute and the 
Massachusetts Heart Association. The specific study now underway most closely 
related to that proposed in this request concerns the effect of cold air inhalation 
upon the function of the heart and respiratory system. ; 
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